To understand the inhibitory activity with changing hydroxyl substituents (R 1 -R 9 ) of polyhydroxy substituted 2-phenyl-1,4-benzopyrone analogues (1-25) against tyrosinase (PDB ID: oxy-form; 1WX2), molecular docking and the three dimensional quantitative structure-activity relationships .511) by a progressive scrambling analysis were not dependent on chance correlation. The inhibitory activities with optimized CoMSIA 1 model were dependent upon electrostatic factor (51.4%) of substrate molecules. Contour mapping the 3D-QSAR models to the active site of tyrosinase provides new insight into the interaction between tyrosinase as receptor and 2-phenyl-1,4-benzopyrone analogues as inhibitor. Therefore, the results will be able to apply to the optimization of a new potent tyrosinase inhibitors. 
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